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DETAILED ACTION 

1 . Applicant's arguments in the reply filed on 1 1/25/2008 is acknowledged 
and entered into the record. 

2. Accordingly, Claims 21-43 are pending. Claims 24, 28, 29, 34-43 are 
withdrawn as being drawn to nonelected species and/or inventions. 

3. Claims 21 -23, 25-27, and 30-33 will be examined on the merits. 

Claim Rejections Maintained - 35 USC §103 

4. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 1 02 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

5. The rejection of Claims 21-23, 25-27 and 30-33 under 35 U.S.C. 103(a) as 
being unpatentable over Murray et al. (J of Nuclear Medicine, Vol. 42, pp. 726- 
732, 2001) in view of Allen et al. (Critical Reviews in Onc./Hematology, Vol. 39, 
pp.1 39-146, 2001) is maintained for the reasons of record. 

6. The Claims are drawn to a radioimmunoconjugate and radiopharmaceutical 
comprising an alpha-emitting radionuclide (Bi-213) bound to a monoclonal 
antibody, C595. 

7. Murray et al. teach a radioimmunoconjugate comprising the c595 antibody 
labeled with a dual B- and y- emitting radionuclide to target bladder tumors (see 
Abstract). Murray et al. does not teach an antibody conjugated to an alpha- 
emitting radionuclide (Bi-213). This deficiency is made up for by Allen et al. 
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8. Allen et al. teach alpha-immunoconjugates and alpha-protein conjugates, 
using the alpha-emitting radionuclide Bi-21 3 chelated to the targeting monoclonal 
antibodies (see p. 140, right column, lines 3-6). The chelating agents used were 
cDTPAa and CHX-A (see section 3.1, p. 142). These conjugates were found to 
be highly stable, specific and cytotoxic in vitro (see Abstract). 

9. It would have been prima facie obvious to one of ordinary skill in the art at 
the time the claimed invention was made to make a radioimmunoconjugate 
comprising the C595 monoclonal antibody and the alpha-emitting radionuclide Bi- 
21 3 based on the teachings of Allen et al. and Murray et al. One of ordinary skill 
in the art would have been motivated to do so with a reasonable expectation of 
success by the teachings of Allen et al. and Murray et al. because Murray et al. 
teach radioimmunoconjugates comprising radionuclides and the C595 
monoclonal antibody and Allen et al. teach alpha-emitting 
radioimmunoconjugates are highly stable, specific and cytotoxic. 



Response to Arguments 

10. Applicants argue the combination of the teachings of Murray et al. and 
Allen et al. would render Murray unsatisfactory for its intended purpose of 
treating bladder cancer. Applicant's provide evidence stated on p. 9, line 21 of 
Applicant's PCT Application, that alpha emitting radionuclides bound to C595 
antibodies have found to be "ineffective in treating bladder cancer". Applicant's 
state "if one were to replace the beta emitters of Murray with the alpha emitters of 
Allen, the treatment taught in Murray would be ineffective with regards to bladder 
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cancer. Therefore, a combination of Murray and Allen is improper because there 
is no suggestion or motivation to make the proposed modification." These 
arguments have been carefully considered, but not found persuasive. 
1 1 . Allen et al. provide distinct motivation for the use of alpha-emitting 
radionuclides, such as Bi-213. Allen et al. teach alpha-emitting conjugates were 
found to be highly stable, specific and cytotoxic in vitro. One of ordinary skill in 
the art at the time of the two references cited above (2001) would have been 
motivated to make a radioimmunoconjugate comprising the C595 antibody and 
the alpha-emitter Bi-213 based on the teachings of Murray et al. and Allen et al. 
The "ineffective" results of treating bladder cancer with alpha emitting 
radionuclides bound to C595 antibodies demonstrated by the applicant were 
performed after the publication of the references cited above. Based on the 
teachings of Allen et al. and in other publications such as Syed et al. (cited on 
PTO-1449, filed 02/09/2006) that alpha emitters are useful for the treatment of 
cancer and in particular are more efficient than beta-emitters for micro- 
metastasis and tiny clusters of cancer cells, one of ordinary skill in the art would 
have been motivated to try a radioimmunoconjugate comprising the C595 
antibody and the alpha-emitter Bi-213 for therapeutic uses in cancer, including 
bladder cancer. Therefore, the combination of Murray et al. and Allen et al. 
would anticipate the claimed product, irregardless of whether or not the 
compound would have been effective in treating bladder cancer. Applicant is 
reminded that the intended use of a product claim carries no patentable weight 
[see MPEP 21 1 1 .02]. The rejection of record is therefore, maintained. 
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Conclusion 

12. Claims 21-23, 25-27 and 30-33 are rejected. 

13. No Claim is allowed. 

14. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the advisory 
action is not mailed until after the end of the THREE-MONTH shortened statutory 
period, then the shortened statutory period will expire on the date the advisory 
action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will 
the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

1 5. Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to MEERA NATARAJAN whose telephone 
number is (571)270-3058. The examiner can normally be reached on Monday- 
Thursday, 9:30AM-7:00PM, ALT. Friday. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Larry Helms can be reached on 571-272-0832. The fax 
phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 

MN 

/Larry R. Helms/ 

Supervisory Patent Examiner, Art Unit 1643 



